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gaims 



1 . A melliod to screen for nucleic acid molecules which ^ow altered-exixession 
in an isolated first cell saniple conq}nsing comparing the gene expression pxoiGles 

S between said fiist cell san[iple with a second re^ence cell sample ^^i^rein said first 
cell sample has been grown in the presence of the caibon source butyrate, or a related 
carbon source fix>m which butyrate is daived, either directly or indirectly, and 
comparing said expr^sion profile with the expression profile in "said second 
reference ceil sample which has not been grown in the j»esCTce of butyrate, or^aid 
10 related carbon source. 

2. A method according to Claim 1 wherdn said screen for nucleic acid 
molecules comprises the steps of: 



providing 



15 



a) a cell growth preparation con:q)rising a -first cell sample d^ved 
&om at least one region of the colon; cell growth ntiedi^ and a 
carbon source wherein said 'caibon source is butyrate; and 



20 



b) a cell growth prq)aration conqxdsing a second cell sample derived 
fiom an equivalent region of the colon; cell growdi media; and a 
carbon source which is not butyrate; 



ii) 
iii) 



comparing the gene e>q)ression profile in said first cell sample with 



extracting nucleic acid firom said first and second cell samples; and 



the gene expression profile in said second cell sample. 



25 



3. A method according to Claim 1 or 2 wherein said first and second cell 
sanq>les are d^ved &om the ascendixig colon. 



4. A method according to Claim 1 or 2 wherein said first and second cell 
samples are derived firom the transverse colon. 



30 



5. A method according to Qaim 1 or 2 wherein said first and second 
samples are derived firom &e d^cending colon. 
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6. A mediod according to Claim lor 2 wh^ein said first and sero 
saioples are doived from the sigmoid region of the colon. 

5 7. A method according 4o Claim 6 i^erein said cell samples a?e d^ved 

fix)m tiie rectal i^on of the colon. 

8, A method acceding to any of Claims 1-7 wherein said first and 
second cell sanities comprise q>ithe]ial cells. 

10 

9, A method according to any of Claims 1-8 wh^^ said carbon source 
which is not butyrate is glucose. 

10. A method according to any of Claims 1-9^ wherein said nucleic acid 
IS molecule which ^ows altered expression is selected fijom the groiq) as 

represented by tiie nucleic acid sequences as shown in Table 1, or nucl^c 
acid niioleculeis which hybridise to the sequences presented in Table 1. 

11. A method for the detection of at least one nucleic acid molecule 
20 associated with the mitiation and/or progression of colorectal cancer, in an 

animal, conq}rising the st^s of: 

i) providing a biological sample comprising at least one cell to 
be tested; 

ii) contacting said -sample with a ligand which bincb at least one 
25 nucleic acid molecule as represented by the nucleic acid 

sequence selected from the >groiq) consisting of: 

a) a nucleic acid molecule as rqiresented by the nucleic acid 
sequence as shown in T^le 1; 

b) a nucleic acid molecule which hybridises to nucleic acid 
30 molecutes as defined in {a); 

c) a nucleic acid molecule that is degen^te because of tiie genetic 
code to the nudeic acid molecule r^iesrated in (a) and (b); and 
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iii) detecting the presence of at least one nucleic acid molecule in 
saidsanq)le. 

12. A method according to Claim 11 wherein said colorectal xsancer is 
5 adenocarcinoma. 

13. A method according to Qaim 1 1 or 12 wherein said Ugand is a nucleic acid 
molecule adapted to anneal to said nucleic acid molecule which is associated with 
colorectal cancer. 

10 

14. A method according to Claim 13 wherein said method is a polymerase chain 
reaction method. 

15. A method for the detection of at least one polypeptide associated with the 
15 initiation and/or progression of -colorectal cancer, in an animal, comprising the steps 

of: 

i) providing a biological sample comprising at least one cell to be tested; 

ii) contacting said sample with at least one ligand vMch ligand 
specifically binds at least one polypq)tide encoded by a nucleic acid 

20 molecule as rq)resented by the nucleic acid -sequoice as shown in 

Table 1, or a variant polypeptide comprising an amino acid sequence 
which varies by the addition, deletion or substitution of at least one 
amino acid residue; and 

iii) detecting the presence of at least one polypeptide in said sample. 

25 

16 A method according to any of Claims 1 1-15 wharein said animal is human. 

17. A method according to Claim 15 or 16 wherein said ligand is an antibody. 

30 18. A method according to Claim 17 herein said antibody is a monoclonal 
antibody, or at least the effective binding part thereof 
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19. The use of at kast one polypeptide, or variant sequence thereof encoded by a 
nucleic acid molecule(s) as represented by &e nucl^c acid sequence as ^own in 
Table 1, as a target for the screening of ag^ts which modulate the activity of said 
polj^qptide. 

5 

20. A method to screen for agents vMch modulate the activity of at least one 
polypeptide encoded by a gene associated with the initiation and/or prog?:ession of 
colorectal cancer comprising the steps of: 

i) forming a preparation comprising at least one polypeptide i^erein 
10 said polypepti(te is encoded by a nucleic acid sequence as shown in 

Table 1, or a variant polyp^tide comprising an amino acid sequence 
which varies by the addition, deletion or substitution of at least one 
amino acid residue of the amino acid sequence shown in Table 1 and 
at least one agent to be tested; and 
15 ii) determining Ifae activity of said agent with respect to activity of said 

polypeptide. 

21. A method according to Claim 20 wherein said polypeptide is express 
cell wherein said cell is transformed or transfected with said nucleic acid molecule. 

20 

22. A method according to Claim 21 whCTein said nucleic add molecule is part of 
a vector adapted for recombinant expression of said nucldc acid molecule. 

23. A method according to Claim 22 whorein said vector is provided with a 
25 promoter which enables the expression of said nucldc add molecule to be regulated. 

24. A method according to any of Claims 21-23 wherein said cell is derived firom 
the colon. 

30 25. A method according to Claim 24 whepem said cell is an qpilhelial cell. 

26. A niefliod according to any ofCiaims 20-25 wherein said agent is an 
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antibody. 

27. A mefhod according to Claim 26 yvbsmn said antibody is a monoclonal 
antibody or modified monoclonal antibody, or at least the effective binding part 

5 thereof. 

28. A method according to Claim 27 wherein^said binding part is a Fab fragment. 

29. A method according to Claim 28 wherein said antibody* is selected fix)m die 
10 group consisting of: ¥(ab% Fab, Fv and Fd fragments; antibodies comprising CDR3 

regions, and single chain antibody variable regions. 

30. A method according to Claim 26 wherein said antibody is a humanised. 

15 31. A method according to Claim 26 wherein said antibody is a chimeric 
antibody. 

32. A method according to any of Claims 20-25 Ais^erein said agent is a 
polypq>tide. 

20 

33. A method according to any of Qaims 20-25 \^erein said agent is a pq)tide. 

34. A method acci^ding to any of Claims 20-25 wherein said agent is nucleic acid 
molecule. 

25 

35. A method according to Claim 34 wherein said nucleic acid molecule is an 
aptamer. 

36. A method according to Claim 34 wherem said nucleic acid is an inhibitory 
30 RNA molecule. 
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37. A method according to Claim 36 wherein said inhibitory RNA is encoded by 
a transcription cassette conq)rLsing a nucldc add molecule, or part thereof selected 
from the group consisting of: 

i) a nucleic add molecule as represented by fbe nucleic add sequence 
5 as shown in Table 1; 

ii) a nucleic add molecule which hybridises to the sequence in (i); or 

iii) a nucleic add molecule which is degenerate because of the genetic 
code to the sequences defined in (i) and (ii) above; wherein said 
cassette is adapted such that both sense aiid antisense nucleic acid 

10 molecules are transcribed from said cassette. 

38. A method according to Claim 37 wherein said cassette is provided with at 
least two promoters adapted to transcribe both sense and antisense strands of -said 
nucleic add molecule. 

15 

39. A method according to Claim 37 wherein said cassette conqnises a nucldc 
add molecule ^v^dierein said molecule comprises a first part linked to a second part 
wherein said first and second parts are complementary over at least part of their 
sequence and further wherein transcrQ)tion of said nucldc acid molecule produces an 

20 KNA molecule which forms a double stranded region by complemeirtary base pairing 
of said first and second parte. 

40. A method according to Claim 34 wherein said nucleic ^id molecule is an 
antisense nucleic acid molecule. 

25 

41. An antibody, or effective binding part thereof, identified by the method 
according to any of Claims 26-31 for use as a phaimaceuticaL 

42. A polypeptide id^tified by the method according to Claim 32 for use as a 
30 pharmaceutical. 



43. A peptide identified by the method according to Claim 33 for use as a 
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phannaceutical. 

44. A nucldc acid molecule ideatiSed by Ibe method according Claim 34 for use 
as a jdiannaceutical. 

5 

45. Use according to Claim 44 vdierein said nucleic acid molecule is an aptamer. 

46. Use according to Claim 44 vdi^in said nucleic acid molecule is an 
iidiibitoryRNA. 

10 

47. Use according to Claim 44 wJierein said nucleic acid molecule is an antisense 
nudeic acid molecule. 

48. Use according to any of Claims 41-47 wherein said phannaceutical further 
comprises a a diluent, carrier or excipient 

15 
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